Secondary objectives
To examine whether interventions can increase drug and/or alcohol treatment engagement, retention and completion; affect the welfare of the child; whether intervention effects differ by intervention type and duration or according to who receives them.
B A C K G R O U N D Description of the condition
Substance misuse, defined as dependence upon, or regular excessive consumption, of psychoactive substances leading to physical, mental or social problems (NICE 2016), is a major public health concern worldwide (Degenhardt 2013; World Health Organization 2011). Whilst there is significant variation in consumption levels globally, alcohol and drug use has been rising over recent decades in many low-income countries, with high-income countries currently experiencing the greatest burden (Degenhardt 2013; World Health Organization 2009). As well as contributing to more than 60 diseases, many fatalities are attributable to alcohol misuse (Health and Social Care Information Centre 2013). Indeed, alcohol misuse represents the fifth leading cause of morbidity and premature death worldwide (Lim 2012), with 3.8% of all deaths being attributed to it (Rëhm 2009), and a further 0.4% of deaths being attributed to illicit drug misuse (Degenhardt 2012). Moreover, 4.6% of the global disability-adjusted life-years are attributable to alcohol misuse (Rëhm 2009), and 0.8% to illicit drug misuse (Degenhardt 2013). As well as causing a significant risk to individuals, substance misuse is harmful to others, with alcohol being the most harmful substance (Nutt 2010). Indeed, there are numerous social risks associated with alcohol and drug misuse including family disruption and deprivation (Holland 2014 Research estimates that between 5% and 30% of children in European countries live with at least one parent who misuses substances (EMCDDA 2010). In the UK 30% of children under the age of 16 years (3.3 to 3.5 million) live with at least one parent who misuses alcohol, and 8% with a parent who misuses illicit drugs (980,000) (Manning 2009). Almost 12% of children in the USA (SAMHSA 2009), and 13% of children in Australia (Dawe 2007) , live with at least one substance misusing parent. Many of these children are infants. In the UK it is estimated that 124,500 babies under the age of one year live with at least one parent who misuses alcohol, and 70,500 live with a parent who misuses illicit drugs. In total, over 14% of UK infants are exposed to parental problem-drinking or illicit drug use (Manning 2011).
In addition to well documented harms of substance misuse to the individual user, parental substance misuse has been found to be associated with adverse childhood experiences and poor outcomes for children. Research has shown that children of parents who misuse substances are more likely to sustain an unintentional injury (Barczyk 2013), as well as injuries of greater severity than children whose parents do not misuse substances (Damashek 2009). Children whose mothers' medical records showed a history of alcohol misuse have a significantly higher chance of long bone fracture (Baker 2015) -as well as medicinal poisoning (Tyrrell 2012) -than those children whose mothers do not have a record of alcohol misuse. Parental substance misuse has an impact upon child mental health (Kelley 2010; Jääskeläinen 2016), with both mothers' and fathers' substance misuse being significantly associated with childhood externalising disorders such as conduct disorder, oppositional defiant disorder (Kendler 2013; Torvik 2011), and internalising disorders such as depression and anxiety disorder (Ohannessian 2012). Children whose parents misuse substances are significantly more likely to engage with early onset substance use (Malone 2002; Malone 2010), harmful substance misuse (Jääskeläinen 2016), and street-involvement (defined as homelessness or those young people who experience physical, psychological or social risks of street-culture) (Baker 2014), than children whose parents do not misuse substances. Furthermore, parental substance misuse is significantly associated with the development of mental disorders and substance use disorders when children enter adulthood (Donaldson 2016; Yoon 2013). Due to the potentially negative impact on the child, parental substance misuse is often identified as a risk factor in child welfare and child protection assessments. In the UK, 18% of all child-inneed assessments identify parental drug misuse and 19% identify parental alcohol misuse (Department for Education 2016), furthermore, 52% of child protection cases have parental substance misuse identified as a risk factor (Forrester 2000). In the USA parental substance misuse has been associated with up to twothirds of all child maltreatment cases (Traube 2012). Furthermore, a study conducted in Finland found that children whose mothers misused both alcohol and drugs were nine times more likely to be placed in care than children of parents who did not misuse substances (Raitasalo 2015) . There have been a number of trials of interventions relating to substance-using parents that sought to address this risk factor by reducing the need for protective services, and to promote family reunification. However, at present, there is no agreed way to intervene. As such, there is a need to review the literature systematically, in order to identify effective psychological and social interventions to reduce parental substance misuse.
Description of the intervention
Interventions that address psychosocial substance misuse are nonpharmacological therapeutic interventions delivered to individuals or groups, which seek to tackle the psychological, social, personal and relational problems associated with substance misuse. There are many different psychosocial interventions, with approaches and techniques that vary according to their theoretical underpinnings. We will include a range of psychosocial interventions within this review. These include, but are not limited to: motivational interviewing; cognitive behavioural therapy; psychodynamic therapy; case management; residential rehabilitation; parent skill training, couples therapy, and family therapy. This broad range of psychosocial interventions maybe delivered to an individual, family or delivered at a social level.
Motivational interviewing
Motivational interviewing is a person-centred, directive approach, which seeks to resolve the conflict inherent in behaviour change (Miller 1991). Unlike cognitive behavioural interventions, motivation to change is not assumed. Rather ambivalence to change is typical; motivation is viewed as malleable and formed within the context of the therapist-client relationship. The therapist employs specific strategies to develop motivation, seeking to mobilise the client's inner resources and intrinsic motivation and, in doing so, to enable the client to initiate and achieve behaviour change. Motivational interviewing was first developed for use with alcohol before being extended to drug treatment services (Miller 1983; Miller 2003) . A recent systematic review and meta-analysis of motivational interviewing delivered as alongside or within medical care found the approach to have a statistically significant effect of modest size. This review found the approach was particularly promising for a range of behaviours including alcohol and tobacco use (Lundahl 2013).
Cognitive behavioural therapy
Cognitive behavioural therapy believes that an individual's thoughts, emotions and behaviour are connected (Meichenbaum 1977) . Within the context of substance misuse, individuals are perceived to hold dysfunctional beliefs about themselves and the world around them (Marlatt 1985) , and to exhibit behaviours based upon a range of automatic and nonautomatic responses to urges (Tiffany 1990 ). Through the development of self-awareness, performing experiments, and development of coping strategies and skills, individuals can alter their thoughts and feelings and change their behaviour (Beck 1993).
Psychodynamic therapy
Psychodynamic therapy exists on a supportive-interpretive continuum, the essence of which is the exploration of the parts of the self that are not known and are therefore unconscious. The therapeutic approach involves a focus on the patient's emotion, active exploration of avoidance, identification of recurring themes, discussion of past events, interpersonal relationships -including that with the therapist -and exploration of the patient's fears and desires (Shedler 2010).
Case management
Case management is the organisation and co-ordination of intensive treatment programmes within the community. This outpatient approach emerged as an alternative to hospital and residential units for the treatment of disorders including substance misuse and mental health disorders (McLellan 1999).
Residential rehabilitation
Residential rehabilitation is an inpatient treatment programme typically consisting of an intensive programme of individual and group psychosocial interventions. There are a wide range of residential rehabilitation models including those based upon the 12-step programme (Alcoholics Anonymous 2002) and therapeutic community model (De Leon 2000) . The treatment goal of residential rehabilitation units is predominately abstinence.
Parent skill training
The introduction of parent skill training in the late 1960s marked a move towards parents, as well as professionals, being viewed as having the potential to address children's problematic behaviours (Kaminski 2008) . Alongside the appreciation that parents could contribute to children's desirable behaviours, there was an increasing appreciation of the potential for parents to contribute to the formation of undesirable behaviours (Bandura 1969). While, Initially, parenting programmes focussed on teaching parents skills to manage and address children's behaviour, they have proliferated to include programmes designed to address poor parenting practices (Barth 2005).
Couples therapy
Couple therapy for drug and alcohol problems involves both the user and his/her partner attending therapy. The approach is informed by research that showed a high prevalence of discord within relationships where substance misuse is present (O'Farrell 1993), in which a direct relationship exists between substance problems and relationship difficulties (Raistrick 2006). The approach assumes that resolving issues within a relationship, and promoting relational support, will facilitate a positive change in substance misuse (Klostermann 2011).
Family therapy
Family therapy is an approach that seeks to address problems within the system of relationships, rather than treating individuals outside their central context. There are many forms of family therapy, including multidimensional and systemic therapy. In a similar way to couples therapy, the approach seeks to mobilise the strengths and support within relationships, and seeks to address issues systemically (Stratton 2011).
How the intervention might work
Individual level interventions, whilst they may vary in their theoretical stance and the determinants upon which they focus, share the assumption that change must be located within the individual. Motivational interviewing highlights the spirit of the approach as being the effective therapeutic mechanism. This spirit is concerned with a partnership between the therapist and patient, wherein the patient's autonomy is respected within strengths-based model for promoting change (Miller 2013). Cognitive behavioural approaches assume that substance-abuse relapses can be prevented by addressing skill deficits and enabling people to cope with high-risk situations (Monti 1989). Family-level interventions, which may include couples and families, assume these contexts to be a potential source of both stress and support, and therefore tend to seek to affect relational and system change (Stratton 2011). Environmental and ecological interventions delivered on a social level, for example housing and employment training, assume that change must occur within the wider social context of the individual and his/her ecological system (Slesnick 2013). There is evidence that the longer an individual is retained in treatment, the better the outcome will be (Simpson 2008). As such, many interventions focus upon engaging and supporting retention of the individual in a treatment programme, rather than focusing upon the characteristics of the therapy itself. Interventions such as case management (Dobkin 2002), and those that utilise peer mentors (Pallaveshi 2014), focus upon providing support to deal with life stresses and promote treatment engagement and retention. The therapeutic effect of shared experience and understanding is emphasised within peer mentoring (Gates 2007). Interventions designed for substance misusing parents are likely to operate within a context of, or with the specific aim of, child welfare. Given the well documented association between individual and family risk from parental substance use, an intervention that reduces parental substance misuse is likely to benefit both the parent and the child (Kaner 2016). The reverse hypothesis is also evident within intervention logic models. Systemic therapy, that is, those based upon attachment theory, and parenting skills training may seek to enhance effective and acceptable parenting, believing that improvement in parental understanding and abilities is likely to bring about changes in substance use, and that through this parents become aware of the incompatibility that exists between their substance use and positive parenting practices (Catalano 1999).
Why it is important to do this review
There are a number of other Cochrane Reviews published or planned that aim to investigate interventions for pregnant women who use alcohol (Lui 2008), or illicit drugs (Terplan 2015), and lactating women who drink alcohol (Cassidy Giglia 2012), as well as for children of problem drinkers (McLaughlin 2014). However, there are no Cochrane Reviews that have evaluated the effectiveness of interventions for parental substance misuse after the birth of a child. Moreover, there are no reviews that have investigated interventions for substance misusing fathers. Pregnancy and the postpartum period are periods in women's lives that are often considered to be times of leverage and opportunity for change (Davies 2013; Daley 1998; McBride 2003). As such, the interventions offered and their effects are likely to differ from thse during established parenthood. Given the significant evidence that substance misuse is harmful to the individual, and that parental substance misuse is associated with a variety of problems for children, intervening with this population is both a public health and safeguarding priority. Despite this, the majority of parents who use substances are untreated (Forrester 2006) . By reviewing the evidence of the effectiveness of psychosocial interventions, this review will inform commissioners' decisions about the type of interventions to invest in, and will also inform practitioners working with substance misusing parents and their children.
O B J E C T I V E S Primary objective
To assess the effectiveness of psychosocial interventions at reducing the substance misuse (alcohol and/or illicit drugs excluding tobacco) of parents with children of dependent age (from birth to 21years). Intervention impact will be examined separately for different substances.
Secondary objectives
M E T H O D S Criteria for considering studies for this review

Types of studies
We will include randomized controlled trials (RCTs) including individually and cluster-randomised designs, factorial design, stepped wedge, and trials which have a quasi-experimental design. Studies will only be included if they have a minimum followup period of six months from the start of the intervention. This will enable identification of both shorter-term (6-11 month) and longer-term impacts (12 month and over).
Types of participants
Participants will be parents who misuse substances; this will include mothers and fathers of children (sons and daughters) under the age of 21 years, regardless of custodial or residency status of the children. Same sex parents and foster parents will be included. Substance misuse includes the misuse of alcohol or illicit drugs (including cannabis and prescription drugs which are used other than in accordance with medical or legal guidance), or both. Studies that consider interventions delivered to populations that include both parents and non-parents will be excluded. Studies of parental interventions where the child is the only misuser of substances will be excluded. Studies will be included if the parent has been identified as a substance misuser by a reliable, valid, formal assessment (validated screening tool, assessment by a health or child welfare practitioner) or diagnostic tool (DSM III, DSM IIIR, DSM IV, ICD8, ICD 9, ICD 10), or both. The administration of agonist or detoxifying prescriptions will be considered as a proxy measure of substance misuse in participants and therefore trials that include people taking them will be eligible for inclusion. Studies of primary prevention interventions, where adult participants are not identified as substance misusers will be excluded. Intervention studies for pregnant substance users only, where the intervention phase is restricted to the prenatal period, will be excluded.
Types of interventions
Complex psychosocial interventions that target substance misuse in parents directly or indirectly will be included in this review. No limit will be placed upon duration, frequency or intensity of intervention. Multiple-focused interventions will be included if the impact of the intervention upon parental substance misuse is assessed. Studies of pharmacological interventions only will be excluded. Where a study combines a pharmacological component with psychosocial interventions, this will be included providing the comparison group meets the inclusion criteria. Interventions may be delivered to an individual parent (directly or via digital technologies), couples or the wider family unit. Approaches which seek to engage with individual parents may include, but are not limited to: motivational interview, cognitive behavioural therapy, psychodynamic therapy, parental skill training, case management, and residential rehabilitation. Interventions aimed at couples may include couples marital and relational therapy, where one or both parents misuse substances. Familylevel interventions may include: home visits, supported housing, family therapy and residential rehabilitation (parent and child facilities). Social level interventions may include support housing interventions or those which aim to promote employment. The intervention may be delivered by a variety of professionals as well as non-professionals. Professional groups may include social workers, drug and alcohol treatment specialists, nurses, psychiatrists, psychotherapists and nurses. Non-professionals may include peer interventionists, advocates, mentors and parents with previous personal experience of substance misuse or the child welfare system, or both. Interventions may be delivered with an individual, couples or in a group context, including a family. Control or comparison groups will include: no intervention, waiting list/delayed treatment control arms, attention control, alternative active intervention, and treatment as usual.
Types of outcome measures Primary outcomes
Parental substance misuse
The primary outcome is a reduction in the frequency of parental substance misuse. Parental substance misuse will be considered to have reduced if there is a reduction in the number of episodes of heavy drinking (defined as five units or more at a time) or in the frequency of illicit drug use from baseline to the follow-up assessment (minimum period of six months). This may be reported in a number of ways: percentage of days of use during follow-up period; percentage of days of abstinence during follow-up period; or percentage of days of use/abstinence by specified substance during follow-up period. These measures will be converted to number of days of heavy episodic drinking/illicit drug use in the past 30 days to enable comparison between them.
Secondary outcomes
The secondary outcomes of interest concern are change in relation to parental substance misuse and child welfare from baseline to the follow-up assessment.
Parental substance misuse
• Amount of use measured as levels of use per using occasion • Sustained abstinence during assessment period (measured as the number of participants with continuous abstinence during the treatment)
• Dependence/disorder symptomology measured by a reliable, valid, formal assessment tool (such as the addiction severity index) or diagnostic tool (DSM III, DSM IIIR, DSM IV, ICD8, ICD 9, ICD 10), or both
• Number of participants engaged in structured treatment (defined as attending at least one session of structured treatment)
• Retention in treatment measured as number of participants completing the treatment
Child welfare outcomes:
• Child substance misuse (delayed onset, reduction in levels of use)
• Change in legal status (measured as a reduction in the number of children taken into care, reduction in the time for which children are in care, increased rates of family reunification following temporary care orders)
• Reduction in recorded child welfare incidents (including incidents of maltreatment, abuse or neglect)
Search methods for identification of studies
We aim to identify all relevant RCTs regardless of language or publication status (published, unpublished, in press, or in progress). 
Electronic searches
The following databases will be searched from their inception: The subject strategies for databases will be modelled on the search strategy designed for MEDLINE in Appendix 1. Where appropriate, these will be combined with subject strategy adaptations of the highly sensitive search strategy designed by Cochrane for identifying randomized controlled trials and controlled clinical trials (as described in the Cochrane Handbook for Systematic Reviews of Interventions (Lefebvre 2011). We will search the following trials registries:
• The World Health Organization International Clinical Trials Registry Platform (www.who.int/trialsearch);
• ClinicalTrials.gov (www.clinicaltrials.gov);
• TRoPHI -The Trials Register of Promoting Health Interventions (eppi.ioe.ac.uk/webdatabases/Search.aspx).
Searching other resources
We will handsearch the reference lists of relevant studies to identify further relevant studies, as well as contacting authors who publish in the field to identify ongoing trials and unpublished work. In addition, we will search the reference lists of relevant Cochrane Reviews.
Data collection and analysis
Selection of studies
We will import all references obtained from databases and other resources into Endnote and remove duplicates. The use of a reference management software will promote consistency of reference screening. Two researchers will independently screen all titles and abstracts using the specified inclusion and exclusion criteria, retrieve full-text papers for potentially eligible studies and will evaluate these. They will resolve any discrepancies at each stage by discussion, or by consulting a third researcher, if consensus can not be reached. We will not apply any language restrictions. We will translate articles written in languages other than English that we consider to be potentially relevant from inspection of the title and abstract.
Data extraction and management
Two researchers will independently extract the data from the included studies using a standard data extraction form. Two reviewers will pilot the data extraction form to ensure it effectively captures the data relevant to this review. We will resolve disagreements by discussion and by consulting a third researcher if consensus cannot be reached. We will extract the following data.
• Author details, title, unique identifier and date Where multiple papers are included that relate to one trial, we will identify an index paper and we will extract data from the index and linked papers on one data extraction form.
Assessment of risk of bias in included studies
Two researchers will independently assess each study for risk of bias. Disagreements will be resolved by discussion and where necessary a third researcher will independently assess the study to enable agreement to be reached. The 'Risk of bias' assessment for RCTs used in this review will be conducted using the criteria recommended in the Cochrane Handbook for Systematic Reviews of Interventions (Higgins 2011). This two-part, domain-based tool addresses seven domains: random sequence generation and allocation concealment (selection bias); blinding of participants and providers (performance bias); blinding of outcome assessor (detection bias); incomplete outcome data (attrition bias); selective outcome reporting (reporting bias); and other sources of bias. The first part of the tool involves describing what was reported to have happened in the study. The second part of the tool involves assigning a judgement relating to the risk of bias for that entry, in terms of low, high or unclear risk. To make these judgments we will use the criteria indicated by the Cochrane Handbook for Systematic Reviews of Interventions adapted to the addiction field (see Appendix 2 for details).
We will address the domains of sequence generation and allocation concealment (avoidance of selection bias) in the tool by a single entry for each study. We will consider blinding of participants, personnel and outcome assessor (avoidance of performance bias and detection bias) separately for objective outcomes (e.g. dropout, use of substance of abuse measured by urine analysis, subjects engaged and/or retained in further treatments, number of child welfare incident reports, legal and care status of the child) and subjective outcomes (e.g. participant self-reported use of substance). We will consider incomplete outcome data (avoidance of attrition bias) for all outcomes except for dropout from the treatment, which is very often the primary outcome measure in trials on addiction. We will use 'Risk of bias' assessments to carry out sensitivity analyses (see Sensitivity analysis).
Measures of treatment effect
We will analyse dichotomous outcome data by calculating the risk ratio (RR) for each trial with the uncertainty in each result being expressed with a 95% confidence interval (CI). We will analyse continuous outcome by calculating mean differences (MDs), if all studies use the same measurement scale. We will use standardised mean differences (SMD) if studies use different measurement scales to measure the same outcome, each with 95% confidence intervals.
Unit of analysis issues
In studies that compare more than one intervention arm to a control arm, we will combine the relevant intervention groups into a single group and we will compare it with the control to avoid double counting of participants in the control groups. When trials use a factorial design, we will combine sample size, mean and standard deviation from separate intervention arms in accordance with Cochrane recommendations (Higgins 2011). Cluster randomized trials will be considered for this review, as randomisation may occur by recruitment setting. We anticipate that the investigators will have controlled for the susceptibility of cluster designs to unit-of-analysis error and artificially small P values (Higgins 2011). Where this is not the case, we will contact authors and request participant data to enable the calculation of the intracluster correlation coefficient (ICC).
Dealing with missing data
We will contact authors to try to obtain missing data. Where this is impossible, we will attempt to estimate missing outcome measures using other outcome measures provided; for example, estimating quantity of alcohol consumed using data about frequency and intensity of consumption. We will use data from intention-to-treat analyses in preference to completer-only data, and we will contact authors if insufficient data are provided, to enable intention-totreat analysis. We will extract post-intervention outcomes reported as mean and standard deviations for synthesis, but we will use mean change scores if post intervention outcome data are not available. If a study fulfils the inclusion criteria, but does not provide useful data on outcomes to be extracted or included in the meta-analyses, we will report this in the characteristic of included studies table and in the main text.
Assessment of heterogeneity
It is anticipated that studies included in this review will be heterogeneous with regard to participants, interventions, substance use targeted and outcomes analyzed. We will assess the magnitude of heterogeneity using the I 2 statistic, and the statistical significance of the heterogeneity using P values derived from Chi 2 tests (Deeks 2001). We will consider a P value less than 0.05 to be significant, and I 2 values higher than 50% to be indicative of substantial heterogeneity, although we will interpret the percentage within the context of the size and direction of effects (Higgins 2011; Ryan 2014). We will conduct subgroup analysis to investigate heterogeneous results, should the data be available.
Assessment of reporting biases
We will investigate publication bias using funnel plots, plotting the study effect size against the sample size (if a minimum number of 10 studies are included in a meta-analysis). If asymmetry is apparent, we will consider and discuss possible reasons for it.
Data synthesis
If studies are sufficiently homogeneous to enable meta-analysis, we will pool the data for each outcome using a random-effects model because a certain degree of heterogeneity is expected. We will perform separate meta-analyses for the following types of substance use/misuse: opioids, cocaine, alcohol, cannabis, and polysubstance. The meta-analysis will be performed using Review Manager 5 (Review Manager 2014). The method of meta-analysis used will depend upon the available outcome data (dichotomous, ordinal, continuous) as discussed in Chapter 9 of the Cochrane Handbook for Systematic Reviews of Interventions (Higgins 2011). We are anticipating heterogeneity between studies. The magnitude of this may prohibit meta-analysis. If this is the case, we will conduct a narrative synthesis, using appropriate headings to illuminate the findings of the included studies. These headings may include the type of intervention, target substance and the duration of the intervention.
Subgroup analysis and investigation of heterogeneity
We will investigate the cause of heterogeneity between studies by the following subgroup analyses, should sufficient data be available.
• Types of psychological or social interventions (e.g. behavioural, motivational or attachment-based), or both
• Recipients of intervention (individual, couple, family, mothers, fathers)
• Duration of intervention (short intervention of one session, medium intervention of up to 6 sessions, extended intervention of more than 6 sessions)
• Length of follow-up • Family composition (number of children, parents within household)
Sensitivity analysis
We will conduct a sensitivity analysis by repeating all previous analyses with the exclusion of study data that are:
• at high risk of selection bias (random sequence generation or allocation concealment);
• converted for the purposes of data entry (e.g. where standard deviations have been estimated from the standard error of the mean, 95% CIs);
• completer-only rather than intention-to-treat; and • mean change scores rather than post-intervention scores.
'Summary of findings' table
We will assess the overall quality of the evidence for the primary outcome using the GRADE system. The Grading of Recommendation, Assessment, Development and Evaluation (GRADE) Working Group developed a system for grading the quality of evidence (Guyatt 2008; Guyatt 2011; Oxman 2004), which takes into account issues not only related to internal validity but also to external validity, such as directness of results. We will present the main findings of the review in a transparent and simple tabular format in a 'Summary of findings' table. This will provide key information concerning the quality of evidence, the magnitude of effect of the interventions examined and the sum of the available data for the main outcomes. The GRADE system assigns four levels of evidence, that should be interpreted as follows.
• High: we are very confident that the true effect lies close to that of the estimate of the effect.
• Moderate: we are moderately confident in the effect estimate. The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
• Low: our confidence in the effect estimate is limited. The true effect may be substantially different from the estimate of the effect.
• Very low: we have very little confidence in the effect estimate. The true effect is likely to be substantially different from the estimate of effect.
Data from RCTs start at the high level of evidence, and then are lowered by one or two levels for the following reasons.
• Serious (reduced by one level) or very serious (reduced by two levels) study limitation for risk of bias.
• Serious (reduced by one level) or very serious (reduced by two levels) inconsistency between study results.
• Some (reduced by one level) or major (reduced by two levels) uncertainty about directness (the correspondence between the population, the intervention, or the outcomes measured in the studies actually found, and those under consideration in our review).
• Serious (reduced by one level) or very serious (reduced by two levels) imprecision of the pooled estimate.
• Strong suspicion of publication bias (reduced by one level).
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